The Leiden Roster for Huntington's disease (HD) contained data on 2617 cases up to July 1988. The age at onset (AO) was known in 1084 cases and in 1020 of these both their AO and the sex of the affected parent was known. The mean AO was higher for females than for males and higher for maternal than for paternal cases 
tance are known to occur in myotonic dystrophy and Huntington's disease. Juvenile patients (AO before the age of 20 years) inherit the gene much more often from an affected father (70%) than from an affected mother.25 The trend towards earlier AO in offspring of affected fathers has been confirmed by others. 5 This anticipation was reported by Bird et al,'0 who found that affected offspring of males with HD die at an earlier age than their fathers; however, this difference does not exist between affected offspring and their mothers.
Myers et al" 12 found that approximately 28% of patients (68 out of 238) show their first symptoms after the age of 50 years. In these late onset cases, 71% (32 out of 45) inherited the gene from the affected mother. The sex ratio among the late onset cases was equal. In the study of Went et al, 13 the preponderance of maternal descent in late onset cases was not confirmed; however, a much larger population was studied and the ages at death instead of onset were used.
In the study of Bird et al' the sex of the affected grandparents was not correlated with the AO, but the influence of the great grandparents on the AO was not studied.
We reviewed our data on all known HD patients in the Leiden Roster, with the aim of examining the influence on the AO of the line of inheritance for up to three generations and of the sex of the patient. Studying well known after the second world war. In our restricted group born before 1925, only 2% showed an AO before the age of 20 years compared to 6% in the total group. The lack (12 out of 632 (2%) v 58 out of 1020 (6%)) of paternal male JHD cases in the restricted group will lead to a higher mean AO for this group. One other explanation could be underreporting of the paternal female late onset cases leading to a lower mean AO in this restricted group. This was not supported by our findings, because we found 211 out of 632 (33%) v 232 out of 1020 (23%) late onset cases in the restricted and total groups, respectively. The lower mean AO for males in our whole group has also been found in other studies. '6 17 This can probably be explained by overrepresentation of male juvenile patients.
The mean AO of cases with affected fathers was significantly lower than the mean AO of those who inherited the gene from the mother, independent of the sex of the patient. This influence of parental inheritance with a strongly expressed paternal anticipation has been reported several times.5 8 9 18-20 Brackenridge7 reported the same findings, but considered them to be artefacts. The fact that these differences disappear in the group born before 1925 could support this view.
That the sex of the affected case is of influence on the AO, as was found in our group, has not been reported before,'9 and the effect of paternal transmission seemed not to be restricted to the JHD, as has also been reported.6 7 This could be explained by the reported anticipation in which AO is progressively earlier in the successive generation.'°2 1 Myers et al12 found no effect of sex of the grandparents on the AO in 125 cases and found this compatible with a single generation hypothesis for the explanation of the paternal predominance in JHD and for the maternal predominance in late onset cases. In our much larger sample of 822 cases, the sex of the affected patient did influence the AO, whereas the AO was not influenced by the MM, PM, and PP lines. The mean AO of the female cases with MP inheritance showed a significantly lower mean AO compared to the other lines (p<005). Therefore, the sex of the affected grandparent seems to influence the AO when the gene is inherited through the paternal line and not when the gene is transmitted through the maternal line. 
